T he development of myocardial cellular and extracellular changes that result in abnormal left ventricular (LV) structure and diastolic dysfunction are fundamental to the development of heart failure with preserved ejection fraction (HFpEF) (1). These changes in LV structure and function result from abnormal hemodynamic and metabolic load that occur with comorbid diseases (e.g., hypertension, diabetes, ischemia, and obesity) that are antecedent to the development of HFpEF (2). Figure 1C) . Sixty minutes after cessation of PE infusion, SBP and LVEDP returned to normal; however, LVEDV and LVESV remained higher, and EF was still decreased. These acute changes were accompanied by myocyte injury, manifest as significant cardiac troponin I (cTNI) release and cellular apoptosis.
increase in collagen volume fraction. The associated myocyte injury was also blunted, with significantly less cTNI release. The investigators proposed these structural and functional changes provided a protective effect against PE-induced myocardial injury.
The resultant changes in cellular and extracellular structure and function in this porcine model of repetitive PE infusion have direct application to, and are comparable with, the changes seen in patients with hypertensive heart diseaseÀinduced HFpEF.
HEMODYNAMIC LOAD: DECOMPENSATION TO COMPENSATION TO DECOMPENSATION
Hemodynamic load is one of the fundamental determinants of myocardial structure and function.
PE infusion causes changes in both preload and 
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